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Listing of Qaiyns: 



1 . (original) A method of treating or preventing an amyloid-related disease in a subject 
comprising administering to said subject a therapeutic amount of an amidine compound. 

2. (cancelled) 

3. (original) The method according to claim I, wherein said compound is a bis(amidine) 
compound. 

4. (original) The method according to claim 1 , wherein said compound is a bis(benzamidine) 
compound. 

5. (currently amended) The method according to claim 1 , wherein said compound is selected 
according to the following Formula ^uch that amyloid fibril formation or deposition, 
ncurodogont?ration, or collular toxicity is reduced or inhibited : 




(formula X) 

wherein each R a \ R bl , R cl , R 32 , R b2 , and R c2 is independently a hydrogen, a 2 group, or R al 
andR bl orR* 2 andR b2 are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 

each of Y l and Y 2 is independently a direct bond or a linking moiety; 

m and q are each independently an integer selected from zero to five inclusive, such that 

2<rn+q<5; and 



A is a carrier moiety selected from substituted or unsubstituted aliphatic and aromatic groups, 
and combinations thereof; such that the Y and Y moieties are bonded to an aromatic group; 
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Z is a substituted or unsubstituted moiety selected from straight or branched alky!, cycloalkyl, 
alkoxy, thioalkyl, alkenyl, aikynyl 7 heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 
aryloxyalkyl, arylacetamidoyi, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl or heteroaryl group, (CR'R^oNR'R", (CR % R") 0 . 10 C>J, N0 2 , halogen, 

(CR'R' , ) 0 _ 10 C(haIogen) 3 , (CR'R% l0 CH(halogen)2, (CR'R") 0 . lQ CH 2 (halogen), 
(CR 7 R' , ) 0 _ l0 CONR a R" s (CR'R' 1 ) 0 .]oCCNH)NR'R", (CR'R^^tO^NR'R^ 
(CR'R'Vio C H0 3 (CR'R") a . 10 O(CR'R%. 10 a (CR'R'V 10 S(O)^ 3 R\ 
(CR'R") 0 .jo 0 C CR ^")o-loH, (CR'R"j 0 . IO S(CR'R") 0 .3H ? (CR 7 R ? Vio°H, (CR'R'V 10 COR\ 
(CR'R%_ l0 (substituted or unsubstituted phenyl), (CR'R"){mo( C 3- C 8 cycloalkyl), 
(CR , R") a-10 CO 2 R', or (CR^^^OR' group, ox the side chain of any naturally occurring 

amino acid; 

R> and R" are each independently hydrogen, a C f C 5 alkyl, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R' and R" taken together are a benzylidene group or a -(Ct^OCCI^V g^p; 

and pharmaceutical^ acceptable salts thereof 

6. (currently amended) The method according to claim 1 7 wherein said compound is selected 
according to the following Formul a r wch that amyloid fibril formation - of deposition* 
^ nourodegenorfttion, or cellular toxicity fo reduced or inhibited : 




(formula 1) 



wherein each R* 1 , R bl , R cl , R* 2 , R b2 , and R c2 is independenUy a hydrogen, a Z group, or R al 
and R bI or R** 2 and R b2 are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 

each of Y and Y is independently a direct bond or a linking moiety; 

each of R andR is independently a hydrogen or a 2 group, or two adjacent or proximate R 
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or R~ groups taken together with the ring to which they are bound form a fused aromatic, 
heteroaromatie, cycioalkyj, or heterocylic structure; 

1 2 

each of X and X i$ independently an alkylene group, an oxygen, a NR. 1 group (where R* is 
hydrogen, a C r C 5 alkyl, C 2 -C 5 aikenyl, C 2 -C 5 alkynyl, or aryl group), a sulfonamide group, a 

carbonyl, amide, C r C 5 alkylene group, C 2 -C 5 aikenyl group, C 2 -C 5 alkynyl group, or a sulfur 
atom, or combinations thereof or a direct bond; 



M is an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene group, an 
alkylaminoalkylene group, a thioalkoxyalkylene group, an arylenedialkylene group, an 
alkylenediarylene group, a heteroarylenedialkylene group, an arylene group, a heteroarylene 
group 7 an ojigoethereal or oligo(alkyleneoxide) group, or an arylene-di(oligoalkylcneoxide) 
group, each of which may be substituted or unsubstituted; 



Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 
aikoxy, ihioalkyl, aikenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyi, 
aryloxyalkyl, arylacetamidoyl, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyL or heteroaryl group, (CR'R'^oNR'R" (CR'R") 0 -i()CK N0 2 , halogen, 
CCR'R") 0 . 10 C(halogen) 3 , (CR'R'Vio C H(hai°fi^^ 

(CR*R"V l0 CONR 7 R 77 , (CR'R-Jq., 0 (CNH)NR'R*\ (CR'R") 0 _ 10 S(O)j. 2 NR'R", 

(CR 7 R") 0 . 10 CHO, (CR'R'VioOtCR'R^Vio^ (CR'R'Vio s (°^3 R, > 
(CR^R^ () . l o 0 CCR'R'%. 10 H, (CR'R-V^SCCR'R^H, (CR'R") 0 _io°H, (CR'R'V I0 COR\ 
(CR'R'%_ j0 (substituted or unsubstirured phenyl), (CR'R")o-io( C 3" C 8 cyd&alkyl), 
(CR'R")^ l0 CO 2 R\ or (CR'R")o,io OR> S* 0U P> 0r *e side chain of any naturally occurring 
amino acid; 

R' and R" are each independently hydrogen, a C r C 5 alkyl, C 2 -C 5 aikenyl, C 2 -C 5 alkynyl, or 
aryl group, or R 7 and R" taken together are a benzylidene group or a (CH^^CXCH^- E TO W> 

m and q are each independently an integer selected from zero to tour inclusive, and n and p are 
each independently an integer selected from zero to four inclusive, such that nvtn^S and 
p+q^S, wherein either m or q is at least one; 



and pharmaceutical^ acceptable salts thereof. 
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1, (currently amended) The method according to claim 1, wherein said compound is selected 
according to the following Formula , such that amyloid fibril formation or deposition, 
nQurodcgonorfttUffl) or cillulur toxicity is reduced or inhibited : 




(Formula II) 

wherein each R*\ R bl 7 R c \ R* 2 , R* 2 , and R c2 is independently a hydrogen, a Z group other 
than a substituted aryl group or a substituted alkyl group, or R al and R bl or R* 2 and R b2 are 
both taken together along with the nitrogen atoms to which they are bound to form a ring 
structure; 

Y 1 is a direct bond or a linking moiety; 

R l is a hydrogen or a Z group, or two adjacent or proximate R 1 groups taken together wiih the 
corresponding X 1 groups and the ring to which they are bound form a fused aromaiic, 
heteroaromatic, cycloalkyl, or heterocylic structure; 

X 1 is an alkylene group, an oxygen, aNR 5 group (where R' is hydrogen, a Cj-C 5 alicyl, C 2 -C 5 
alkenyl 7 C 2 -C 5 alkynyl, or aryl group), a sulfonamide group, a carbonyl, amide, C r G 5 alkylene 
group, C 2 -C 5 alkenyl group, C 2 -C 5 alkynyl group, or a sulfur atom, or combinations thereof or 

a direct bond; 



2 is a substituted or unsubstituied moiety selected from straight or branched alkyl, cycloalkyl, 

alkoxy, thioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyl, arylacetamidoyl, alkylaryl, heteroaratkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl, or heteroaryl group, (CR , R") 0 . 10 NR'R", (CR'R'^^CN, N0 2 , halogen, 

(CR'R'VjoCthaloge^s, (CR'R% 10 CH(halogen) 2 , (CR'R'V^C^haiogenX 

(CR'R'VioCONR'R", (CR'R") OM0 (CNH)NR 9 R", (CR'R^ioS^j^NR'R", 

(CR'R") 0 . 10 CHO, (CR'R^o^oO^R'R'^^ri, (CR'R'%_ l0 S(O) 0 , 3 R\ 

P*ge5orS2 
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(CR'R^ l0 O(CR'R") 0 .iaH, (CR'R-VioSCCR'R'Vs^ (CR'R^ 0 . l0 Oa (CR'R'V l0 COR\ 
CCR 7 R")Q. I0 (subsriTuted or unsubstituted phenyl), (CR*R")o_ 10 (C 3 -C 8 cycloalkyl), 
(CR'R'^jqCOoR*, or (CR'R'^jqOR* group, or xhe side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a CpC 5 alky], C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R* and R" taken Together are a benzylidene group or a -(CH 2 ) 2 0(CH2)2- &°W> 



m is an integer selected from one to six inclusive, and n is an integer selected from zero xo five 
inclusive, such that m-m=6; 



and pharmaceutically acceptable salts thereof 

(currently amended) The method according to claim J, wherein said therapeutic compound is 
selected according to the following Formul a* web that amyloid fibril formation or 
deposition, nourodpgcnoratioo» or cellular toxicity is reduced or inhibited : 




v=r\ 

N 





(formula III) 

wherein each R al , R bl , R cl , R 32 , R b2 > and R c2 is independently a hydrogen, a Z group, or R al 
and R bl or R* 2 and R b2 are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 

each of Y 1 and Y~ is independendy a direct bond or a linking moiety; 

each of R and R~ is independently a hydrogen or a 2 group, or two adjacent or proximate R 
or R 2 groups taken together with the ring to which they are bound form a fused aromatic, 
heteroaromatic, cycloalkyl, or heterocylic structure; 
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each of R 3 and R 4 is independently selected from the group consisting of hydrogen, substituted 
or unsubstituted straight or branched alkyl, cycloalkyl, carbocycjic, aryl, heterocyclic, and 
heteroaryl, 

each of X and X" is independently an alkylene group, an oxygen, a NR' group (where R 7 is 
hydrogen, a C r C 5 alkyl, C r C 5 alkenyl, C 2 -C 5 alkynyl, or aryl group), a sulfonamide group, a 

carbonyl, amide, C r C 5 alkylene group, C 2 -C 5 alkenyl group, C 2 -C 5 alkynyl group, or a sulfur 
atom, or combinations thereof or a direct bond; 

M is an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene group, an 
alkylaminoalkylene group, a thioalkoxyalkylene group, an arylenedialkylene giro up, an 
alkylenediarylene group, a heteroarylenedialkylene group, an arylene group, a heteroarylene 
group, an oligoethereal or oligo(alkyleneoxide) group, or an arylene-di(oiigoalkyleneoxide) 
group, each of which may be substituted or unsubstituted; 

Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 
alkoxy, thioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 
aryloxyalkyl, arylacetamidoyl, alkylaryl, hexeroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl, or heteroaryl group, (CR'R") 0 _ l0 NR'R 7 \ (CR'R"){mo CN ' N0 2 , halogen, 
(CR'R") 0 _io c (^ lo S^)3' (CR'R") 0 . 10 CH(halogen) 2 , (CR'R") 0 . 10 CH 2 (halogen), 
(CR'R'%_ ]0 CONR'R T \ (CR 7 R") 0 .io(C N H)NR 3 R", (CR*R% 10 S(O),_ 2 NR'R 5 ', 
CCR'R") 0 _io C HO, (CR'R'VioOtCR'R'VioH, tCR'R'^ 10 S(O) w R% 
(CR'R'VioO^R'R'^O-iO^ (CR'R% 10 S(CR*R'V 3 a (CR'R") 0 .. I0 OH, (CR'R'V i0 co K'> 
(CR'R'^oCsubstituted ot unsubstituted phenyl), (CR , R") 0 _ I0 (C 3 -C g cycloalkyl), 
(CR 5 R , ') 0 . 10 CO 2 R% or (CR'R'Oo-ioOR' group, or the side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a C r C 5 alkyl, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R ? and R" taken together are a bemylidene group or a -(CH 2 ) 2 0(CH 2 )2- group; 

m, n, p, and q are each independently an integer selected from 2ero to three inclusive, m+n<4, 
p+q£4, and m+q>l ; 

and pharmaceutically acceptable salts thereof. 
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9. (currently amended) The method according to claim 1 7 wherein said compound is selected 
according to the following Formul a e-s uch that amyloid fibril formation or deposition! 
nourodegenoration, or cel l ular toxicity is rod wed or inhibited : 




(Formula IV) 

wherein each R al , R M , R cl 7 R* 2 , R b2 , and R c2 is independently a hydrogen, a Z group, or R al 
and R bl or R 32 and R** 2 are both taken together along with the nitrogen atoms xo which they are 
bound to form a ring structure; 

each of Y and Y" is independently a direct bond or a linking moiety; 

12 1 

each of R and R is independently a hydrogen or a Z group, or two adjacent or proximate R 
or R 2 groups taken together with the ring to which they are bound form a fused aromatic, 
heteroaromatic* cycloalkyl, or heterocylic structure; 

R 5 is selected from the group consisting of hydrogen, substituted or unsubstituted straight or 
branched alkyl, cycloalkyl, carbocyclic, aryl, heterocyclic, and heteroaryl; 



2 is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 

alkoxy, thioaikyi, alkenyl, aikynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyl, aryjacetamidoyi, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl, or heteroaryl group. (CR T R")o_ 1( >NR'R", (CR'R'Oo-ioCN, N0 2 , halogen, 

(CR s R") 0 , 10 C(halogen) 3 , (CR'R") 0 -io c H(halogen) 2 , (CR'R'%. I0 CH 2 (halogen), 

(CR'R^qCONR'R", (CR 7 R") 0 . 10 (CNH)NR'R", (CR'R w ) 0 . 10 S(O) l . 2 NR , R" s 

(CR'R^ W0 CHO,(C^ 

(CR'R^jofXCR'R'Vio^ (CR^R^o^oStCR'R^H, (CR'R'ViqOH, (CR'R'%. 10 COR\ 
(CR'R^o^oCsubstituted or unsubstituted phenyl), (CR > R ,, ) 0 ^ 0 (C 3 -C 8 cycloalkyl), 
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(CR'R")q.ioC0 2 R\ or (CR 7 R' 7 )o. 10 OR > group, or ihe side chain of any naturally occurring 
amino acid; 



R* and R" are each independently hydrogen, a CyC 5 alkyl, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R 7 and R" taken together are a benzylidene group or a -(d^^OCGkh- group; 

m and n are each independently an integer selected from zero to three inclusive, p and q are 
each independently an integer selected from zero to four inclusive, m-rn<4, p+q<5 7 and m+q>l; 

and pharmaceutical^ acceptable salts thereof 

JO. (currently amended) The method according to claim l s wherein said compound is selected 
according to the following Formul a* such thnt amyloid fibril formation or doporitiun, 
n myodeg e neration, or cellular tonicity h reduced or inhibited : 




(Formula IVb) 

wherein each R al , R b \ R c \ R* 2 , R b2 , and R c2 is independently a hydrogen, a Z group, or R al 
and R bJ or R* 2 and R b2 are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 

each of Y 1 and Y 2 is independently a direct bond or a Unking moiety; 

each of R l and R 2 is independently a hydrogen or a Z group, or two adjacent or proximate R 1 
or R 2 groups taken together with the ring to which they are bound form a fused aromatic, 
heteroaromatic, cycloalkyl, or heterocylic structure; 

R* is selected from the group consisting of hydrogen, substituted or unsubstituted straight or 
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branched alkyl, cycloalkyl, carbocyclic, aryl, heterocyclic, and heteroaryl; 

each of X 1 and X 2 is independently an alkylene group, an oxygen, a NR* group (where R' is 
hydrogen, a C,-C 3 alky J, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or aryl group), a sulfonamide group, a 

carbonyl, amide, C, -C 5 alkylene group, C 2 -C 5 alkenyl group, C 2 -C 5 alkynyl group, or a sulfur 
atom, or combinations thereof or a direct bond; 

Mis an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene group, an 
alkylaminoalkylene group, athioalkoxyalkylene group, an arylenedialkylene group, an 
alkylenediarylene group, a heteroarylenedialkylene group, an arylene group, a heteroarylene 
group, an oligoethereal or oligo(alkyleneoxide) group, or an arylene-di(oligoalky!eneoxide) 
group, each of which may he substituted or unsubstituted; 

Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 

aikoxy, thioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyl, arylacetamidoyl, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heieroarylcarbonyl, or heteroaryl group, (CR'R'Oq^qNR'R", (CR'R'^qCN, N0 2 , halogen, 

(CR'R'V 10 C(halogen) 3 , (CR'R") 0 . l0 CH(halogen)2, (CR*R'Vio c H 2 thalogen), 

(CR'R") 0 . 1 o CONR,R? ^ (CR 7 R"j 0 -i 0 (CNH)NR'R 77 , (CR'R'Vio S (°>l-2 NR,R "> 
(CR'R") 0 . I0 CHO, (CR'R") 0 . 10 O(CR'R") 0 . 10 H, (CR'R") 0 . j0 S(O) 0 . 3 R\ 

(CR 5 R-) 0 . lo O(CR^R") Q _ioH> (CR'R'VioStCR'R'^H. (CR'R'Vio°H, (CR'R*V I0 CO R '> 
(CR;R")o wIO (substUuted or unsubstituted phenyl), (CR'R")o.j 0 ( c 3- c « cycloalkyl), 
(CR'R'Vj 0 CO 2 R T , or (CR'R^j 0 OR' group, or the side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a Cj-C 5 alkyl, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R' and R" taken together are a beu2ylidene group or a -(CH 2 hl^^^ih' group; 

m and n are each independently an integer selected from zero to three inclusive, p and q are 
each independently an integer selected from 2ero to four inclusive, uvtr*<4, P+q^5, and m+q>l; 

and pharmaceutical^ acceptable salts thereof, 

1 1 . (currently amended) The method according to claim 1 , wherein said compound is selected 
according to the following Formul a - such that omyloid fibril formation or deposition, 
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nourodcgcDoratiop, or cellular toxicity b reduced or inhibited : 

f 1 f 2 

R r \zN-A-N^R 2 * 

T T 



(Formula V) 

wherein each R al , R bl . R cl , R 82 , R b2 , and R c2 is independendy a hydrogen, a 2 group, or R al 
and R bl or R 32 and R b2 are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 



A is a carrier moiety selected from substituted or unsubstituted aliphatic and aromatic groups, 

1 2 

and combinations thereof; such that the Y and Y moieties are bonded to an aromatic group; 



Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 
alkoxy, tbioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyaJkyl, arylacetamidoyl, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl, or heteroaryl group, (CR ? R") 0 . 10 NR'R", (CR a R") 0 _ l0 CN > NO 2 , halogen, 
(CR'R^ l0 C(halogen) 3 , CCR'R"V 10 CH(haIogen) 2 , (CR 9 R") 0 . 10 CH 2 (balogen), 
(CR'R-VjoCONR'^CCR^'VjoCCN^NR'R", (CR'R'%_ 10 S(O)j_ 2 NR'R 5 \ 
(CR'R'VioCHO, (CR'R'V^CKC^^^O-ioH, (CR'R'Vi 0 S(O) 0 _ 3 R\ 
(CR'R-jc^O^R'R'V^H, (CR'R'%_ l0 S(CR'R'V 3 H> (CR 7 R") 0 .io OH > (CR 7 R'%. J0 COR\ 
(CR , R") 0 .,o(substituted or unsubstituted phenyl), (CR y R!\_ }0 (C 3 -Cz cycloalkyl), 
(CR'R") 0 ^ 0 CO 2 R\ or (CR'R") 0 , 10 OR ? group, or die side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a Cj-C 5 alkyl, C 2 -C 5 alkenyl, C 2 -C 5 alkynyl, or 
aryl group, or R 7 and R 7 ' taken together are a benzylidene group or a (CH 2 ) 2 0(CH 2 ) 2 - group; 



and pharmaceutically acceptable salts thereof, 

12. (currently amended) The method according to claim 1, wherein said amyloid-related disease 
is an Ap amyloid rsfofcd-dfcw&e associated with amyloid-fl . 
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13. (original) The method according to claim 1 7 wherein said amyloid-related disease is 
Alzheimer's disease, cerebral amyloid angiopathy, Down's syndrome, or inclusion body 
myositis. 

14. (original) The method according to claim 1 , wherein said amyloid-related disease is type II 
diabetes. 

1 5. (original) The method according to claim 1 7 where said subject is a human. 

16. (currently amended) The method according to claim 5, wherein said ring structure is selected 
from the following: 



R , wherein r is an integer from zero to 4 inclusive, 

H 

^ . ™ • wherein r is an integer from zero to 2 inclusive, 




R c , wherein r is an intflgor from %ero to 6 inclusive or 




/wherein r is an integer from zero to 4 inclusive, and 



2 and R c arc d e fined in claim 5 are each independently a substituted or unsubstituted 
moiety selected from straight or branched alkv ! 1 cycloalkvl, alkoxy, thioalkvL alkenvL 
ateynvl, heterocyclic, carbocyclic, aryl,,qry|oxy, aralkvK aryloxyalkyk arvlacetamidovL 
alkylarvL heteroaralkyl^ alkylcarbonvL arvlcarbonyl, heteroarylcarhonvL or heteroaryl 
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group, (CR'R^^NR'R", (CR^^CN, NO, , halogen. fCR^^qhalogen)^ 
(CR'R»)^CH(halogen^ tCR'R"l m CH,<h*tegen). (CR'R'^CONR'R*. 
(CR'R")^(CNH)NR»R» (CR^R^^ ^^ ^NR^ (CR'R») m CHO T 
(CR'R")^OfCR^R^H, fCR-R^)^^ ^^, (Cft'R ^ )Q =l2 Q(Cg3^ g ^ 
(CR'R"^S(CR'R>n 0 H, (CR'R^^OH, f CR'R^ - ^COR'. fCR'R")^ substituted 
or unsubstitnted nhenvlK (CR^R^) 0 , 1Q (^^_cycloalk^n, (CR'R'V Ttr CCKR\ or 
fCR'R n ) ft 10 QR ? group* orjhe side chain of any naturally occurring amino acid: and 

R' and R" are each independently hydrogen, a C^rC^alkvL C 2 -C g alkenyi, C ? -C 5 alkvnvL 
or aryl groups or R» and R" taken together are a benaylidene group or a -{CH^QfCrl^- 
group . 

17. (original) The method according to claim 5, wherein each of said R aI , R p \ R cl 7 R* 2 , R b2 > and 
R c2 groups is a hydrogen, hydroxy group, a substituted or unsubstituted C r C g alkyl or C } -C 8 
alkoxy group. 

1 8. (original) The method according to claim 5 7 wherein each of said R al , R b \ R cI 7 R* 2 , R b2 , and 

c2 

R groups is an aromatic group or heteroaroroatic group. 

19. (currently amended) The method according to claim 5, wherein each of said R sl ? R bl , R c \ 
R a2 t R b2 3 and R c ~ groups is a R egroup as-defined in cla i m 9 h ydrogen, substituted or 
unsubstituted straight or branched alkyl, evdonlkyh carbqcvelic, arvl^ heterocyclic.^ or 
heteroarvl group. 

20. (original) The method according to claim 5, wherein each of said Y 1 and Y 2 groups is a linking 
moiety of less than about 75 molecular weight 

2 1 . (original) The method according to claim 5 7 wherein said Y l and Y 2 groups is a direct bond. 

22. (original) The method according to claim 6, wherein each of said R and R" groups is 
independently a hydrogen, a substituted or unsubstituted C r C 8 alkyl group, a substituted or 
unsubsiituted Cj-C g alkenyl group, a halogen, a substituted or unsubstituted aryl or heteroaryl 

group, a substituted or unsubstituted amino group, a nitro group, or a substituted or 
unsubstituted Cj-Cg alkoxy group. 

23. (original) The method according to claim 6, wherein said M group is -[(CH^O^Ct^)*-, 
where t is 1 to 6 and s is 2 to 6. 
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24. (original) The method according to claim 6, wherein said M group is a phenylenedialkylene 
group. 

25. (currently amended) The method according to claim 6, wherein said M aryleuedialkylene 
group is 




wherein each R group is independently a hydrogen or is selected from the group Z as defined 

in etoim 5, a substituted or un&ubsf jtuted moiety selected from straight or branched alkyL, 

cvcloalkyl, alkosy, thioaikyU qlkenyh aikvnvl heterocyclic, carbocyclic, arvl., aryloxv^ 

uralUvU arvloxvalkvK.arylacetamidovK alkylarvl^ heteroaralkyl 7 alkylcarbonvl. 
aryk*arbonyl» heteroarylc4r|bonvU or heteroaryl group, (CR'R") 0 ^R'R", 

ICR'R'^CN, NO,, halogen, (CR'Rn^ahalogen^ (CR'R' ^Crohalogen^ , 

(CR^R'^ CH ^halogen), (CR'R"^CONR'R", fCR'R^^CNmNR^ 

(CR>R")^ ^ ^NR'R>% (CR>R» WCHQ, (CR'R'^OfCR'R-^ H, 

fCR-R-^ SfQ ^RN <CR'R"^Q(CR*R"^H, JCR'R^^SfCR'R^ H, 

tCR^ ^^OTi, rCR'R^^COR*, (CR'R"}^ ^substituted or unsubstitutcd phenyl). 
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t£Emj^ CyC^Y^QalkylK (CR'R^CO.R*, or (CR'R^^OR* group, or the side 
chain of any naturally occurring amino acid: and 

R> and R» are each independently hydrogen, 8 C i ^C* alkvl T CV C g alkenyl. C ? -C f alkynvl, 
or aryl group, or ft' and R" taken together are a bewcylidene group or a -ffH^QfCH^- 
group; a nd 

1<€S8, l<g<8, 0<h<4. 

26. (original) The method according to claim 6, wherein said M group is a substituted or 
unsubstituted C 2 -C 8 alkylene group, a substituted or unsubstiuued C r C g alkenylene group, a 
substituted or unsubstimted C 2 -C g alkyuylene group. 

27. (currently amended) The method according to claim 6, wherein said M group is 



[(CR 2 > s OMCR 2 )/ 

wherein l<t<6, 0<s<6, 0<hS ^ an d e a ch R group is independently a hydrogen or fcrsefoytcrf 
fronft the group Z as dofwod in efatwSg or 





t(CR 2 ) s Oj T (CR 2 ) 3 
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wherein lr~y£lO (preferably 1^1), irE8, I£gfft 0-fcI1, and Qlfc1 > and 

each R group is independently a hydrogen or is s elected from the group Z m defined m claim 

S ^t Stt h SlitlI$fid QL u ^substituted moiety selected from straight or broached alkyL 
cycloajky^ alkoxv, thioalkvU alkeny!, alkyny| ? heterocyclic, carbocyclic, aryl^ aryloxy* 
aralkvl, aryloxvalkvi, arylacetatniffovl) alkvlarvl, heteroaralkyh aj^yjearbgnyjg 
arylcarbonvL he^eroarvlcarbonyK or heteroaryl group, fCR'R'M^oNR'R", 

(CR 7 R">j |j ftCN, NO r halogen, (CR'R")^C(halogen) r (CR'R")^CH(fralogent 2 , 
(CR'R")^ l0 eH : (haloFen), fCR'R^^CONR'R^ (CR y R w ^ 1(> (CNH)NR y R w t 
fCR>R")^S< O^NR'R", (CR'R^CHO, (CR'R"^0(CR'R"),J, 
f CR'R") m S(0) 0 R\ fCR»R")^Q(CR'R"),^H, (CR'R")^S(CR>R»V^ 
fCR'R'Mp^QIj. rCR 7 R w ) 0 - j ftCOR\ fCR'R") 0 _ lQ { substituted or unsubstitnted phenyl), 
(CR'R»> ft ! 0 (C r C ft cvcloalkylk (CR'Rn^CCMl', or (CR^^^OR* group, or the side 

chain of any naturally occurring amino acid; and 

R' and R* are each independently hydrogen, a C j -C^ alkvk C-C^ alkenvh C 2 -C s alkynyl, 
or aryl eroup 1 or TV and R" taken together are a bengylidene group or a -( €112 ) 20(012 ) 2 - 
group . 

28. (cancelled). 

29. (cancelled). 

30. (cancelled). 



T-769 P. 18/34 F-079 
Docket No.: NBI-105CN 



Page 16 of 32 



PAGE 1 8/34 * RCVD AT 2/912004 5:29:40 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-1/1 * DNIS:8729306 * CSID: < DURATION (mm-ss):07-36 



Feb-09-04 05:33pm F rora-LAH I VE+COCKF I ELD 617 7424214 



T-789 P. 19/34 F-079 



Application No.: 10/731,463 
Preliminary Ajneadmem 
Filed February 09, 2004 



Docker No.: NBMG5CN 



3 1 . (currently amended) The method according to claim 6 7 wherein said M group is 




-q 



, or. 





wherein each R group is independently a hydrogen or is selected from the group Z defined m 
claim 5 ? a substituted or unsubsrituted moiety selected from straight or branched alkyl^ 
cycloalkvh alkory., thioalkyk alkenyl, alkynvl, heterocyclic* carbocyclic. aryl T aryltixy, 

aralkyh arvloicyalky^ arylacetamidoyl, alkylarvl, heteroaralkvh alkvlearbonv^ 
aryjcarbonyl, freteroarylcarbonyl T or heteroaryl group, f CR'yfa^flNR'R", 
(CR'R'^CN. NO r halogen, (CR'R'^ahalogen),, (CR'R" ^CH(halogen),, 
(CR'R^^^fhalogen), fCR'R") 0 _ l ft CONR'R". (CR > R y7 ^ 10 (CNHWR , R w . 
rCR'R^SfOl^NR^ (CR'R-^CHO. (CR»R»)^Q(CR»R^H. 
fCR'R^j^pStO^R', (CR^^QjCR-R-)^ (CRar)^S(CR'Rn^ 
(CR'R») ft 1i y OH. (CR'R^V j qCOR 3 , fCR 7 R") 0 , i0 (substituted or unsubstituted phenyl), 
fCR'R^^ fCj-C g cyeloalk^ fCR'R^^ CO. R', or fCR'R'y^OR' group, or the side 

chain of any naturaljy occurring amino acid; and 

R* and R" are each independently hydrogen, a C t -C f alkyl^ C 2 T C g_alkenyl, C»rC 5 alkvnvk 
or aryl group, or R 7 and R* taken together are a henaylidene group or a ^CH^OfCH^ V,- 

group; and 



32. 
33. 



0<h<4. 

(cancelled). 

(cancelled). 
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34. (cancelled). 

35. (cancelled). 

36. (cancelled). 

37. (original) The method according to claim 2, wherein m=l, n=0, 1, or 2, p=0, 1 , or 2 7 and q=i - 

38. (original) The method according to claims 5, wherein R^-R* 2 . R bl =R b2 , R cl =R c2 , m=q, n=p 7 
and Y 1=s Y 2 . 

39. (original) The method according to claim 6, wherein R 1= R 2 , and X l =X 2 . 

40. (original) The method according to claim 5 ? wherein said pharmaceatically acceptable salt is a 
hydrohalide salt or a 2-hydroxyethanesulfonate salt. 

41. (cancelled). 

42. (currently amended) A pharmaceutical composition for the treatment of for treating or 
preventing a n amyloid-related disease comprising a compound according to claim 5. 

43. (currently amended) The method according to claim 5, wherein said linking moiety is 
-(CH 2 ) n - (wherein n is U 2, or 3), -MR 3 wher e in R* is no defined in claim 9 , -NH-, -S-, -O-, 
-NH-CH 2 -, or -CH=CH-, or combinations thereo f; wherein R3 is selected from the group 

consisting of hvdro|gen 1 substituted or unsubstituted straight or branched alkvK 
cycloalkyl, carbocyelie, aryl., heterocyclic, and heteroarvl . 

44. (currently amended) A chemical compound according to the formula; 




wherein n is an intorgor integ er from 7 to 1 0, and R is Br or C0 2 H, and pharmaceutical^ 
acceptable salts thereof. 

45, (cancelled). 
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46. (currently amended) A pharmaceutical composition for treating or preventing an amyloid- 
related disease c omprising a therapeutically effective amount of a chemical compound 
according to claim 44. 

47. (original) The method of claim 1 , wherein said amidine compound causes in an Alzheimer's 
patient a stabilization of cognitive function, prevention of a further decrease in cognitive 
function, or prevention, slowing, or stopping of disease progression. 

48. (currently amended) The method according to claim 5, wherein Z is a substituted or 
unsubstituted moiety selected from straight or branched C r C 5 alkyl, C 3 -C 8 cycloalkyl, 

C r C 6 alkoxy, C r C 6 thioalkyU C 2 -C 6 alkenyl, C 2 -C 6 alkynyl, heterocyclic, carbocyclic, 

phenyl, phenoxy, ben2yl, pbenyloxyalkyl, arylacetamidoyl, alkylaryl, heteroaralkyl, 
alkylcarbonyl, aryjearbonyl, heteroarylcarbonyl, or beieroaryl group, -NH 2? -CN, N0 0? F, CI, 

Br, I, -CF 3 >> (CR'R'^CONR'R", (CR'R'VsCCNHjNR'R", (CR s R") 0 _ 3 S(O) 1 . 2 NR , R", 

(CR'R")o-3 C HO, (CR'R'^CXCR'R-^H, -S0 3 H,-CH 2 OCH 3 , -OCH 3 , -SH, -SCH 3 , -OH, 

(CR'R' %, 3 COR\ (CR*R") 0 _ 3 (substituted or unsubstituted phenyl), 

(CR , R") CK3 (C 3 -C g cycloalkyl), -C0 2 H, or (CR'R'^OR' group. 

49. (new) The method according to claim 1 , wherein said compound is selected from the group 
consisting of 




H 2 N NH (5) H 2 N NH (6) 
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HN 

H 2 N 

HN 
H 2 N 




NH 



NH 



NH 





HN 
H 2 N 

H 2 N 





Br 



HN 
H 2 N 

HN 
H 2 N 





Br Sr 



H H 



NH (7 ) 




NH ( 9) 




NH 2 
NH (13) 

N-V (15) 



(17) 




Br 




NH 2 
NH (21) 



HN 
H 2 N 

NH 2 

NH 2 HN'* 



OMe 



DocketNo:NBI-J05CN 



OMe 



(CH 2 ) 5 ' 





l ^ ;J ^NH 2 HN 

NH (11) H 2 N 




°-(CH 2 )5° 







^(CH 2 )r 



NH (12) 



N 

C 




NH 




NH 




NH 



N-^ (19) V- 



w-NH 



°-(Ch 2 ) 4 -° 



°-(CH 2 ,r° 



(CH2)io 




T > 




(14) 



(16) 



fV°-(CH 2 )5 0 

\— NH 



-NH 
NH 2 




HN 



NH 2 
NH (23) 






(24) 
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NH 






n 



HN ^— ^ 

H2N ^"^W^o _/= 



(25) 




or 

X ^ NH 2 { 26) 



» (27) 



NH 2 ( 28) 




OCH 3 (29) 



and pharmaceuiicaUy acceptable salts thereof. 

50. (new) The method according to claim 1 , wherein said compound is selected from the group 
consisting of 




NH 
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NH NH 




NH 2 (49 j 
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and pharoiaceutically acceptable salts thereof. 

(new) The method according to claim 1, therein said compound is selected from the group 
consisting of 




NH nh 
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52. (new) The method according to claim 1. wherein said compound is selected from the group 
consisting of 




and pharmaceutical^ acceptable salts thereof 
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53. (new) The method according to claim 1 , wherein said compound is selected from the group 
consisting of 
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wherein n is an integer from 1 to 12 7 

and pharmaceutical^ acceptable salts thereof 

54. (new) The method according to claim 1 , wherein said compound is selected from the group 
consisting of 
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NH 2 



and pharmaceutically acceptable salts thereof. ; 
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55. 



56. 



57, 



58. 



59. 



60. 



61. 



(new) The method according to claim 1 , wherein said compound is used Therapeutically or 
prophylactically to treat a human in need thereof. 

(new) The method according to claim 5, wherein said compound reduces or inhibits amyloid 
fibril formation or deposition, neurodegeneration, or cellular toxicity, 

(new) A chemical compound having the following structure: 

HN 



X0 2 H 



(42), 



and pharmacemicaliy acceptable salts thereof, 
(new) A chemical compound having the following structure: 
HN 



H 2 N 



(43), 



and pharmacemicaliy acceptable salts thereof, 
(new) A chemical compound having the following structure: 
HN 

J 

H2N (44), 



and pharmacemicaliy acceptable salts thereof, 
(new) A chemical compound having the following structure: 
HN 

H 2 N (45), 



and pharmaceuticaliy acceptable salts thereof. 

(new) A pharmaceutical composition for treating or preventing an amyloid-related disease 
comprising a therapeutically effective amount of a chemical compound according to claim 44. 
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